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APPROVAL SUMMARY / REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT / LABELING REVIEW BRANCH

'ANDA Number: 75-684 Date of Submission: 2/16/01, 3/26/01, and 4/2/01
Applicants Narhe: Bedford Laboratories

Established Name: Famotidine Injection 10 mg/mL., SO mL Pharmacy Bulk Package

* APPROVAL SUMMARY (List the package size, strength(s), and date of submission for approval):
¢ Do you have 12 Final Printed Labels and Labeling? YES
e Carton: Satisfactory in FPL (2/16/01)
+ o Container Labels: Satisfactory in FPL (2/16/01)
o Professional Package insert Labeling: Satisfactory in FPL (4/2/01)
¢ Revisions needed post-approval: YES

BASIS OF APPROVAL:

» Was this approval based upon a petition? NO

¢ Whatis the RLD on the 358(h) form: PEPCID

+ NDA Number: 20-249

e NDA Drug Name: Pepcid

e NDA Fim: ‘ "~ Merck

o Date of Approval of NDA Insert and suppiement #: March 14,2001; S-012
e Has this been verified by the MIS system for the-NDA? YES ’

e Was this approval based upon an OGD labeling guidance? NO

« Basis of Approval for the Container Labels: Side by Side

+ Basis of Approval for the Carton Labeling: Side by Side

FOR THE RECORD:

1. Review based on the labeling of NDA 19-510/S-029 and NDA 20-249/S-012, approved March 14,

2001, draft labeling of Marsam’s bulk famotidine injection.
2. PatenV/ Exclusivity: ' .
» Firm cites Paragraph lll certification for U.S.Patent No. 4,283,408 which expires April 15, 2001.
» No exclusivity currently granted for these products.
3. Storage Conditions: NDA - 2° - 8° (36°46°F); ANDA -  2°- 8°C(36°- 46°F)
e USP- ‘“Preserve in well-closed containers, protected from light.”
4. Product Line:
» The innovator markets their product in 2 mL single dose vial and 4 mL and 20 mL multidose viais.
e The applicant proposes to market their product in 2 mL single dose vial 4 mL two-dose vial and 20
mL muitidose viat-and this 50 mL Pharmacy Bulk Package.
5. Inactive ingredients:
The listing of inactive ingredients in the DESCRIPTION section of the package insert appears to be
consistent with the listing of inactive ingredients found in the statement of components and
composition appearing on page 76 (Volume 1.1)
6. Container/Closure: see page 267.
SO mLvial-  Container: 100 cc vial
Closure: 20 mm/gray liquid/siliconized stopper
7. It was decided that the usual dose, 20 mg/2 mL, should be inciuded along with the total volume of
expression as a secondary expression since the reference listed drug always puts the
volume/strength in terms of the usual dose for this product.

Date of Review: April 9, 2001 Date of Submission: 2/16/01, 3/26/01, and 4/2/01
Primary Reviewer: Koung Lee Date: 0‘(/0/0/
Team Leader: Charlie Hoppes /> Date:
cc:  ANDA: 75-684 L{. (o>
DUP/DIVISION FILE Jo1

HFD-613/KLee/CHoppes (n¢
V:\FIRMSAM\BEDFORD\L TRS&REV\T¥B84AP LABELING
Review




o TENTATIVE APPROVAL SUMMARY

<, REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
= LABELING REVIEW BRANCH

ANDA Number: 75-684 Date of Submission: November 3, 2000
Applicant's Name: Bedford Laboratories
Established Name: Famotidine injecion 10 mg/mL, 50 mL Pharmacy Buik Package

APPROVAL SUMMARY (List the package size, strength(s), and date of submission for approval):

Do you have 12 Finai Printed Labels and Labeling? YES
Container Labels: Satisfactory in FPL (11/3/00)

Professional Package insert Labeling: SMMMFPL(ﬂBIOO)
Revisions needed post-approval: YES

INSERT

a. DESCRIPTION

Revise the last sentence to read “ ...restricted to the preparation of intravenous solution.”
b. INDICATIONS AND USAGE

Add “ adult® between “Most” and * patients® in the second statement in the first indication. '
c. PRECAUTIONS

Replacs the subsection headings * Pediatric Patients” and * Use in Elderly Patients® with
* Pediatric Use® and * Geriatric Use” , respectively.

d.  DOSAGE AND ADMINISTRATION
i Dosage for Pediatric Patients

Revisg the first statement to read * See PRECAUTIONS, Pediatric Use.” and
reviss the following sentence to read “ The studies described in PRECAUTIONS,
Pediatric Use suggest...”

_ i Preparstion of Solutions
(a) "Add the following as the second sentence in the first paragraph.

information regarding the preparatioiTof intravenous solutions, not for
infusion, is for informationg| purRgYes AAY-

(b) Add the following to the second to the last paragraph.
[For informational purpouo only]

JETCL S .
. N e,
- -‘r—"

"-.f_ The above oommems will bo commumcatedb the ﬁm'l by the Iabdlng rmﬁn hlophom soon after
+ the application is tentatively approved.

'BASIS OF APPROVAL: L
o \Was this approval based upon a petition? NO
What is the RLD on the 358(h) form: PEPCID

NDA Number: 20-248




-. s NDA Drug Name: Pepcid
e NDA Firm: Merck '
e Dateof Approval of NDA Insert and supplomont#‘ March 18, 1999;S-009
o Has this been verified by the MIS system for the NDA? YES
e Was this approval based upon an OGD labeling guidance? NO
o Basis of Approval for the Container Labels: Side by Side
. BassoprpnvalfwthoCamn Lnbollng Side by Side
FOR THE RECORD:

1. Review based on the labeling of NDA 19-510/5-028 and NDA 20-249/S-009, Issued November
1998; approved March 18, 1999, andthobnhﬁvclyappumdonoocombuzs 1998, draft
labeling of Marsam's bulk famotidine injection.

2. Patent/ Exclusivity:

o Firm cites Paragraph Il certification for U.S.Patent No. 4,283408wﬂeh0xplndomb«15 2000
. Podiat-ieExdudvlyoxwaAprhS 2000.

3. Storage Condiﬁom:
. NDA- -8° (36

o USP- 'Prmmhwdl—cluodconhheu. protected from light.”
4, Product Line: -
e The innovator markets their product in 2 mL single dose vial and 4 mL and'20 mL multidose vials.
¢ The applicant proposes to market their product in 2 mL single dose vial 4 mL two-dose vial and 20
mL multidoss vial and this S0 mL Pharmacy Bulk Packags.
5. inactive ingredients;
The listing of inactive ingredients in the DESCRIPTION section of the package insert appearsto be
consistent with the listing of inactive ingredients found in the statement of components and '
composition appearing on page 78 (Volume 1.1)
6. Container/Closure: see page 267.
50 mLvial= - Container: 100 cc vial
: Closure: 20 mm/gray liquid/siliconized stopper
7. it was decided that the usual dose, 20 mg/2 mL., should be inciuded along with the total volume of
expression as a secondary expression since the reference listed drug always puts the
volume/strength in terms of the usual dose for this product.

Date of Review: December 19, 2000 ‘ Date of Submission: November 3, 2000
Primary Reviewer: Koung Lee Date: 11—{'u/ oo
Team Leader: Charlie Hoppes, Date:
cc: ANDA: 75-884
DUP/DIVISION FILE /™M ( oy

HFD-813/KLee/CHoppes (no cc)
V: \FlRMSAM\BEDFORD.\LTRS&RMSGMTALABEUNG
Review




o REVIEW OF PROFESSIONAL LABELING
L . DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 75-684 T Date of Submission: February 28, 2000
Applicant's Name: Bedford Laboratories

Established Name: Famotidine Injection 10 mg/mL, 50 mL Pharmacy Bulk Package

Labeling Deficiencies
. 1. CONTAINER

a. -Relocate “NOT" to-the-second line in the Boxed statement on the principal display panel.
b. Replace ‘FOR THE PREPARATION OF IV.SOLUTIONS." with “MUST BE DILUTED
PRIOR TO LV. USE" and ‘Do not dispense as a unit’ on the principal display panei.

c. Add “Once the container closure has been punctured, withdrawal of the container contents
‘ should be completed without delay. THE ENTIRE CONTENTS OF THE VIAL SHOULD-
BE DISPENSED WITHIN 4 HOURS OF INITIAL ENTRY.”

d. Add “Date Entered: " and “Time of Entry:; ] "

2. CARTON
See CONTAINER comments (b) and (c).
3. INSERT
a. DESCRIPTION

i Revise the first sentence of the third paragraph to read as, “...for intravenous
injection after dilution.”

i, Revise the third paragraph to read as *...Water for injection q.s. 1 mL, and benzyl
alcohol 0.9% added as preservative.”

b. CLINICAL PHARMACOLOGY IN PEDIATRIC PATIENTS

In the first row under “Effect™ in Table 8, revise to read as, ‘gastricpH >3.5for8.7 4.7°
hours®. A

c. INDICATIONS AND USAGE

Revise the first sentence of the first paragraph to read as, “...solution for intravenous
injection after solution, is intended for..."

Please revise your labeling as instructed above and submit 4 copies of draft labels and carton and
package insert labeling for a tentative approval or 12 final printed copies of labeis and labeling for a
full approval of this application. If draft labeling is provided, please be advised that you will be
required to submit 12 final printed copies of all labeling at least 80 days prior to full approval of this
application. In addition, you should be aware that color and other factors (print size, prominence,
etc.) in final printed labeling could be found unacceptable and that further changes might be
requestad prior to approval.




Prior to approval, it may be necessary to further revise your labeling subsequent to approved
changes for the reference listed drug. We suggest that you routinely monitor the following website
for any appraved changes —

hitp://www fda.govicder/ogd/ridNabeling_review_branch.html

To facili{:m review of your next submission, and in accordance with 21 CFR 314.94(a)(8)(iv),

please provide a side-by-side comparison-of-your proposed labeling with your last submission with
all differences annotated and explained.

:‘ /s ;

Wm Peter Rickmm

Acting Director

Division of Labeling’and Program Support
Office of Generic Drugs i
Center for Drug Evaluation and Research




e REVIEW OF PROFESSIONAL LABELING
e vl : —_ DIVISION OF LABELING AND PROGRAM SUPPORT
L LABELING REVIEW BRANCH

ANDA Number: 75-684 : Date of Submission: July 30, 1999
Applicant's Name: Bedford Laboratories

Established Name: Famotidine Injection 10 mg/mL, 50 mL Pharmacy Bulk Package

Labeling Deficiencies:
1. CONTAINER (50 mL)

a. Add the usual dose for this product, "20 mg/2 mL", as ﬁte secondary expression of strength -
undemeath the totai volume expression of strength.

b. Add “MUST BE DILUTED PRIOR TO LV. USE" and “Do not dispense as a unit”.
3. CARTON™ |
Sée CONTAINER comments a. and b.
4 INSERT
a. INDICATIONS AND USAGE
i. Add “in adults® between “studies” and "have" for the second indication.

ii. Add “adults” between “Most® and “patients” in the first sentence of the third
indication.

b. CONTRAINDICATIONS

Add the following:
“Cross sensitivity in this class of compounds has been observed. Therefore, famotidine

should not be administered to patients with a hlstory of hypersensitivity to other H -receptor
antagomsts .

c. PRECAUTIONS (Pediatric Patients)
Add the following as the third to the last sentence of the first paragraph:
“Similarly, in pediatric patients 1 to 15 years of age, intravenous doses of 0.5 mg/kg were
associated with a mean AUC similaf to that seen in adults {reated intravenously with 40
mg.” :

d. ADVERSE REACTIONS
Revise the first sentence of the last paragraph to read as *...may also occur with
famotidine for oral suspension, famotidine orally disintegrating tablets, famotidine
preservative free in plastic container and famotidine injection.

e. DOSAGE AND ADMINISTRATION

i Dosage Adjustments for Paﬁents with Severe Renal insufficiency

| ~ Add “adult” between “In” and “patients” in the first sentence of the first paragraph.




ii. Relc;ute ‘Preparation of Solutions” subsection just before the “Concomitant Use
of Antacids” subsection and switch directions 1 and 2.

. __ Add the following as the second to the last and last paragraph to the “Preparation
" of Solutions™ subsection.

. To prepare famotidine intravenous solutions, asepticaily dilute 2 mL of
Famotidine Injection (solution containing 10 mg/mL) with 0.9% Sodium
Chloride Injection or other compatible intravenous solution (see Stability,

- Famotidine injection) to a total volume of either 5 mL or 10 mL and inject
over a penodofnotlmthan 2 mlnutcs

To prepare famotidine intravenous mfuuon solutions, aseptically dilute 2
mL of Famotidine Injection with 100 mL of 5% dextrose or other

compatible solution (see Stability, Famohdine Injection), and infuse over a
15 to 30 minute period.

.  Stability

Relocate the last paragraph under the “Preparation of Solutions” subsection to be
the first paragraph of this subsection.

Please revise your labeis and labeling as instructed above and submit 4 draft container labels and carton
and package insert labeling for a tentative approval or 12 final printed copies of labe! and labeling for a full -
approval of-this application. If draft labeling is provided, piease be advised that you will be required to
submit 12 final printed copies of all labeling at least 60 days prior to fuil approval of this application. In
addition, you should be aware that color and other factors (print size, prominence, stc.) in final printed
labeling couid be found unacceptable and that further changes might be requested prior to approval.

Prior to approval, it may be neoessafy to further revise your labelingj subsequent to approved changes for
the reference listed drug. We suggest that you routinely monitor the following website for any approved
changes ~

http://www.fda.gov/cder/ogd/ridlabeling_review_branch.html|

To facilitate review of your next submission, and in accordance with 21 CFR 314.94(a)(8)(iv), please provide
a side-by-side comparison of your proposed labeling with your last submission with all differences
annotated and explained.

_ /sl

) Robert L. West, M.S., R.Ph.
Director
Division of Labeling and Program Support
Office of Generic Drugs
Center for Drug Evaluation and Research

Ve



